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International application No. 

PCT/GB 00/01736 


International filing date (day/month/year) 

05/05/2000 


(Earliest) Priority Date (day/month/year) 

07/05/1999 


Applicant 

THE UNIVERSITY OF LIVERPOOL 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 7 sheets. 

| I It is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| [ contained in the international application in written form 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 



2. 
3. 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

| | the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

|~X~| Certain claims were found unsearchable (See Box I). 
[X] Unity of invention is lacking (see Box II). 

With regard to the title, 

| | the text is approved as submitted by the applicant. 

|"X~| the text has been established by this Authority to read as follows: 
THERAPEUTIC USE OF AN INHIBITOR OR AN ANTAGONIST OF AN ABC PROTEIN IN BONE 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
' — ' within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



| | as suggested by the applicant. [X] None of the figures. 

| | because the applicant failed to suggest a figure. 
|~] because this figure better characterizes the invention. 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [xj Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Although claims 19-20 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. | X | Claims Nos.: ~ 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 

As a result of the prior review under R. 40.2(e) PCT, 
no additional fees are to be refunded. 

1 . I w I As a " required additional search fees were timely paid by the applicant, this International Search Report covers all 
L*— ' searchable claims. 

2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. | I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos.: 



□ 



No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | X | The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1-16,19,20 

A compound which will act as an inhibitor or antagonist of 
an ABC protein in bone for use in the manufacture of a 
medicament for use in the treatment of a disease where full 
or partial inhibition of bone resorption will result in an 
improvement of the disease, a composition comprising such an 
inhibitor together with parathyroid hormone and a method of 
treatment by means of the aforementioned 
compound/composition . 



2. Claims: 17,18 

A method of screening for a compound which acts as an 
inhibitor or antagonist of the expression or function of an 
ABC protein. 
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FURTHER INFORMATION CONTINUED FROM PCT/1SA/ 210 



Continuation of Box 1.2 



Present claims 1,3-16, 19, 20 relate to a compound and a composition 
defined by reference to a desirable characteristic or property, namely 
"an inhibitor or an antagonist of an ABC protein in bone". The claims 
cover all compounds and compositions having this characteristic or 
property, whereas the application provides support within the meaning of 
Article 6 PCT and/or disclosure within the meaning of Article 5 PCT for 
only a very limited number of such compounds and compositions. In the 
present case, the claims so lack support, and the application so lacks 
disclosure, that a meaningful search over the whole of the claimed scope 
is impossible. Independent of the above reasoning, the claims also lack 
clarity (Article 6 PCT). An attempt is made to define the compounds and 
compositions by reference to their pharmacological profiles. Again, this 
lack of clarity in the present case is such as to render a meaningful 
search over the whole of the claimed scope impossible. 

Moreover, present claims 1-16, 19-20 relate to the treatment of a disease 
which actually is not well defined. The use of the definition "a disease 
where full or partial inhibition of bone resorption will result in an 
improvement of the disease" in the present context is considered to lead 
to a lack of clarity within the meaning of Article 6 PCT. The lack of 
clarity is such as to render a meaningful complete search impossible. 
Consequently, the search for the first invention has been carried out for 
those parts of the claims which appear to be clear, supported and 
disclosed, namely those parts relating to the compounds specifically 
mentioned in claim 2 and the diseases mentioned in the description, p. 1, 
namely osteopenia, osteoporosis, Paget's disease, bone metastases, 
myeloma, periodontal disease and humoral hypercalcaemi a of malignancy, 
with due regard to the general idea underlying the application. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 A61K31/64 A61P19/08 A61P19/10 A61K38/29 G01N33/68 



According to International Patent Classification (IPC) or To both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K G01N 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-Internal , WPI Data, PAJ, MEDLINE, BIOSIS, CANCERLIT, AIDSLINE , EMBASE, 
SCISEARCH, CHEM ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category c 



Citation of document, with indication, where appropriate, of the relevant passages 
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Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
'E' earlier document but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

•P' document published prior to the international filing date but 
later than the priority date claimed 



"T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

26 March 2001 



Date of mailing of the international search report 

05. 04. 2001 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
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Fax: (+31-70) 340-3016 
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(PCT Article 36 and Rule 70) 



recd 1 7 JUL 2001 



Applicant's or agent's file reference 
xxxx 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/G BOO/0 1736 


International filing date (day/month/year) 
05/05/2000 


Priority date (day/month/year) 
07/05/1 999 


International Patent Classification (IPC) or national classification and IPC 
A61K31/00 


Applicant 






THE UNIVERSITY OF LIVERPOOL 









1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 

II □ Priority 

III S Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV ^ Lack of unity of invention — 



V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 


□ 


Certain observations on the international application 



Date of submission of the demand 
06/12/2000 


Date of completion of this report 
13.07.2001 


Name and mailing address of the international 
preliminary examining authority: 
...... European Patent Office 

XYH D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 


Authorized officer ^^rr^ 
Beeck, M (f ^ )) 

Telephone No. +49 89 2399 8473 XiSj*^/ 



Form PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/G BOO/01 736 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7))\ 
Description, pages: 

1-13 as originally filed 

Claims, No.: 

1-20 as originally filed 

Drawings, sheets: 

1/2-2/2 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

y .. -contained i n the i nternational applicat i on i n wr i tten form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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International application No. PCT/GB00/01 736 



□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
claims Nos. 17-20. 

because: 

El the said international application, or the said claims Nos. 17-20 relate to the following subject matter which 
does not require an international preliminary examination (specify): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 
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INTERNATIONAL PRELIMINARY International application No. PCT/G BOO/01 736 

EXAMINATION REPORT - SEPARATE SHEET 



SECTION III: 



Claims 17 to 20 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of 
these claims (Article 34(4)(a)(i) PCT). 



SECTION IV: 



The subject-matter of independent claims 1 and 19 is already known (see the 
grounds for this objection). The requisite unity of invention (Rule 13.1 PCT) 
therefore no longer exists inasmuch as a technical relationship involving one or 
more of the same or corresponding special technical features in the sense of Rule 
13.2 PCT does not exist between the subject-matter of the following groups of 
inventions: 

1 . Claims 1-16, 19 and 20 (invention 1 ): 

Compounds comprising an inhibitor or antagonist of an ABC protein and 
their use in the treatment of a disease where inhibition of bone resorption will 
rwesult in an improvement in the disease. 

2. Claims 17 and 18 (invention 2): 

Screening method for a compound which will act as an inhibitor or antagonist 

in bone. 



The non-unity objection could only be met by restricting the application to one of the 
two inventions. 

Only the first invention has been examined (Article 34 (3) (c), first sentence). 
SECTION V: 

1) The documents are numbered according to their sequence in the search report. 
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2) Document D1 already describes pharmaceutical compositions comprising 
glibenclamide (see working example 2, experimental example 2 and claim 25), 
also for the treatment of osteopenia. 

Document D9 describes the treatment of osteoporosis with glibenclamide. 

Document D2 discloses pharmaceutical compositions of chlorpropamide, 
glibenclamide, gliclazide, glipizide, gliquidone, tolazamide and tolbutamide. 

Therefore the subject-matter of claims 1 to 9 and 19 is not novel. 

3) Since documents D5 to D7 do not provide pharmaceutical compositions 
comprising chlorpropamide and parathyroid hormone, but merely disclose tests 
which besides are not related to bone resorption, the subject-matter of claims 10 
to 16 and 20 was not obvious for the person skilled in the art, so that it involves an 
inventive step. 

4) For the assessment of the present claims 17 to 20 on the question whether they 
are industrially applicable, no unified criteria exist in the PCT Contracting States. 
The patentability can also be dependent upon the formulation of the claims. The 
EPO, for example, does not recognize as industrially applicable the subject-matter 
of claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 
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From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

201 1 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (d a y/mo nth/year) 
15 January 2001 (15.01.01) 


International application No. 

PCT/GB00/01736 


Applicant's or agent's file reference 


International filing date (day/month/year) 

05 May 2000 (05.05.00) 


Priority date {day/month/year) 

07 May 1999 (07.05.99) 


Applicant 

GALLAGHER, James, Anthony et al 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

06 December 2000 (06.12.00) 

I | in a notice effecting later election filed with the International Bureau on: 



2. The election | Xj 

□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 

Juan Cruz 

Telephone No.: (41-22) 338.83.38 
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